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A SHORTENED STATUTORY PERIOD FOR REPLY .S SET TO EXPIRE 3 MONTH(S) FROM 

. NO period for reply is specified above the '"^^^'t^T^.'^^S^^^^^ to "eco-ne ABANDONED (35 U^S.C. § 133). 

' eamS pa^term adjustment See 37 CFR 1.704(b). 

Status 

I )|a Responsive to communication(s) filed on 08 February 2002 . 

2m This action is FINAL. 2b)D This action is non-fmal. , to th. merits is 

Disposition of Claims 

4) ^ Claim(s) r - - - ^^-^^ 36-40 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ia Phimf) 1 " -' ""-"^ '"-■'^ 36-40 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

1 0)0 The drawing(s) filed on is/are: a)D accepted or objected to by the Examine^^^^^^ 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1^85(a). 

• * «nf,i«Hon is- a^n approved b)n disapproved by the Examiner. 

I I )□ The proposed drawing correction filed on is. a)u appiuveu u;i_, 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

aOAII b)n Some*c)n None of: 

1 □ Certified copies of the priority documents have been received. 

2 □ Certified copies of the priority documents have been received in Application No. . 

3 □ copies of the certified copies of the priority documentsjiave b^^^^ received in this National Stage 
application from the Intemational Bureau (PCT Rule 17 2(a)) 

* see the attacfied dSailed Office action for a list of the certified copies not received. 

14) S Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application), 
a) □ The translation of the foreign language provisional application has been receded 

15) 0 AcVnowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 

AttachmenKs) ^„ 4)0 Interviews Summary (PTO-41 3) Paper No(s) 

dD Notice of References Cited(PTO-892) 5) □ Notice of Infomial Patent Application (PTO-1 52) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948 5 LJ 

3) □ infomiation Disclosure Statement(s) (PTO-1449) Paper No(s) ^^'-^"''^^ 
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DETAILED ACTION 

Applicant's response and remarks to the first office action of September 13, 2001, 
submitted February 8, 2002 are acknowledged. Examiner also notes the informal admission of 
supplemental data (i.e., the data is not submitted in declaration form). Applicant's amendment 
and remarks are persuasive to remove the objections and the rejections under 35 USC 1 12, 
second paragraph and 35 USC 102. 

Claim Rejections - 35 USC§ 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

fa^ A Datent may not be obtained though the invention is not identically disclosed or described as set forth in 
ScttrSo^this title if the differences between the subject matter sought to be patented and the pnor art are 
sucHJ^^L S^^^^^^ whole vvould have been obvious at the time the invention was made to a person 
Tatt orS STn the art to which said subject matter pertains. Patentability shall not be negat.ved by the 
manner in which the invention was made. 

Claims 1, 3-7, 9-14, 16-17 and 36-40 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Cast (WO 98/04269). 

Cast (WO 98/04269) teaches a combination composition comprising 250 microgram to 4 
mg of drospirenone and 10-20 microgram of ethinyl estrsdiol, and pharmaceutically acceptable 
carriers and excipients, see page 9, lines 19-33 and claim 1. Oast (WO 98/04269) also teaches a 
contraceptive kit adapted for daily oral administration which comprises 28 separate dosage units 
with 3-5 dosage units being a non-contraceptive placebo, see page 10, lines 15-24 in particular. 

Cast (WO 98/04269) does not teach drospirenone or ethinyl estradiol in micronized form, 
neither does it explicitly teach the release time of the actives or a kit containing 28 dosage units 
all containing drospirenone and ethinyl estrsdiol. Cast does not particularly teach the 
employment of esters or prodrugs of the actives herein. 
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It would have been obvious to one of ordinary skill in «,e art a, U>e time fte invention 
wa. made «, employ drospirenone or etirinyl estiadiol in micronized form. U would have also 
been obvious to include 28 dosage uuits all containing drospirenone and ethinyl estrsdiol iu 
Oasfs kit. I. would have also been obvious to employ esters and prodrugs of tire actives herein 

in a composition and a kit. 

One of ordinary skill in the art would have been motivated to employ known 
pharmaceutical actives in micronized form because variations or optimizations of the dosage 
regimen of compounds well known to be administered togettter in combination, are considered 
wiflUn tite skill of the artisan. Note that tite Skilled Anisan would be motivated to employ esters 
and prodrugs of known actives because they ^ reasonably expected to possess the same 
physiological and pharmacological activities. 

Claims 18-22 are rejected under 35 U.S.C. 103(a) as being unpatentable over Gast (WO 

98/04267). 

Oast (WO 98/04267) discloses a combimttion composition and pharmaceutically 
acceptable carriers and excipients comprising 23-25 daily dosage units comprising 250 
microgram to 4 mg of drospirenone and 10-20 microgram of ethinyl estrsdiol and 3-5 dosage 
units comprising 5 to 15 micrograms of ethinyl estiadiol, see claim 1 and page 9. lines .5-24 in 

particular. 

Gast (WO 98/04267) does not teach drospirenone or ethinyl estradiol m micronized form. 
It would have been obvious to one of ordinary skill in the art at the time the invention 
made to employ drospirenone or ethinyl estradiol in micronized form. 
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One of ordinary skill in the art would have been motivated to employ knoxvn 
pharmaceutical actives in micronized form because variations of the dosage form of known 
pharmaceutical actives are considered within the skill of the artisan. 

Response to Arguments 
Applicant first argues that there is no support for the fact that it would have been obvious 
to one of ordinary skill in the art to employ drospirenone and ethinyl estradiol in micronized 
form. Note that intra-conversion of dosage forms of known pharmaceutical agents is within the 
skill of the Artisan and therefore obvious. Moreover, it is a well-known principle that as the 
surface area doubles, the volume cubes. Here, micronizing the particles of the active agents 
increases their surface area, thereby resulting m more dissemination (i.e., surface area increases 
an order faster as the volume decreases) which would result in increased bioavailability of the 
actives in vivo. 

Applicant then refers to the "unexpected results" presented in Example 4. Note that this 
data is not "clear and convincing." Note that the example shows that absolute bioavailability of 
orally administered 2 mg of drospirenone is 16%^U%, whereas the absolute bioavailability of 
nucrocrystalline suspension 3.13 mg of drospirenone is 85%+24o/o. Note that the two ranges of 
absolute bioavailability of drospirenone do overlap. Further note that different amounts of 
drospirenone were administered, i.e., mg vs. 3.13 mg therefore different bioavailability 
measurements would have been expected. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 



examiner should be directed to Mojdeh Bahar whose telephone number is (703) 305-1007. The 
examiner can normally be reached from 8:30 a.m. to 6:30 p.m. Monday, Tuesday, Thursday and 
Friday. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Minna Moezie, J.D., can be reached on (703) 308-4612. The fax phone number for 
the organization where this application or proceeding is assigned is (703) 308-4556. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-1235. 

Mojdeh Bahar 



final action. 



Any inquiry concerning this communication or earlier communications from the 



Patent Examiner 
April 29, 2002 




